
This is to certify that the following application annexed hereto 
is a true copy from the records of the Korean Intellectual 
Property Office. 



m §! a s 

Application Number 

fi si a m m 

Date of Application 



10-2002-0049766 



200213 081! 22H 
AUG 22, 2002 



PRIORITY DOCUMENT 

SUBMITTED OR TRANSMITTED IN 
COMPLIANCE WITH 
RULE 17.1(a) OR (b) 



91 



Applicant(s) 



^SIAI- dfOlfiAILHS!] 
BioSynergen, Inc. 



2003 



03 



25 



m 



commissione^jH^^ 




20049766 #^ 2003/4/3 



mm 

mmmm 2002. os. 22 

[^goj g^ss] COMPOSITION FOR IMPROVING INNATE IMMUNITY COMPRISING 

LYSOPHOSPHAT I DYLCHOL I NE AND ITS DERIVATIVES 

[ggj Oj] 

^^4Sl Ah HK)I2AIL-|S! 

[fig gj 3E] 1-2000-030433-5 

'[orsen 

[SSI 2J Still 

[ CH EJ 21 3E] 9-1 998-000024-4 

[5H-£|gJM£!s] 2002-018468-8 

[CHasii 

[£SJ OISi! 

[CHEI2i3Hl 9-1998-000310-6 

2002-018469-5 

[CHBI211 

U391 OIA1I*! 

[CH2.I213HI 9-1998-000312-9 

[SS^Igje^ffl^] 2002-018470-8 

[□£ieii 

[£J9] 

[ CH El £1 3E] 9-1 999-000332-8 

[SifoiojMty^) 2002-018471-5. 

[£921 S^H^Il KIM, Yung Hi 

[^EIS^S] 361004-2670414 ' 

r^a&s] 200-959 



.19-1 



'20049766 



SXM 2003/4/3 



&ms. eSAi mm^ 845&!xi mw j \x\o\u.m mm 404 



P1£1S£!S] 



KR 

SONG , Dong Keun 
561029-1670415 
200-163 

KR 

SUH.Hong Won 

570304-1067011 

200-963 

©SAI 3=^31 

KR 



rommf^ 101 e 403^ 



^OhOUIlM 101S 205! 



HUH, Sung Oh 

610801-1030615 

200-180 

^o, E eaiAi ^K\m ^akh^ohiim 108S 101s 

KR 

mmm HI4252I ^soii °imoi ?isf 301 mmmua. lh 

£121 

tiH (21) CHdl2! 
OISi! (21) CHBI2! 
01 All Si (21) CH£I2! 
(21) 



~? 1 o 



16 
0 
0 
0 



2 



29,000 & 

0 §1 

0 8! 

0 SI. 



19-2 




20049766 M 'HVt' 2003/ '4/3 



wm 29,ooo m 

=£4=S1 8,700 S! 

[£i¥A-|#] 1. QSfAi- SAilAi(Ea)_1S 2.4:^iagjS §S6fe Ai#_1 



19-3 




#^ 2003/4/3 



S. la 



19-4 



120049766 



^ 2003/4/3 



{C0MP0SITI0N FOR IMPROVING INNATE IMMUNITY COMPRISING LYSOPHOSPHATIDYLCHOLINE AND ITS 
DERIVATIVES} 

£ lafe tfl^-a-^ ^ofl ^^-^ ^ ICR ^V-fiS- (^^5- ^ tfl2: 

£ lbfe tfl^°} ^6f| o]tb -fr* ICR (-MS ^ tfls 

IE 2^ CLP 3.^ ICR (^"S £ M-bH 

#^^r 2}^ia4e) ( lysophosphat idylchol ine) ^ -R-i^l* 3L^-*> 

(innate immunity) S^lr^l ^rtb 

^^o]^- ^#*flxfl6fl ^7l«^ ^JaL^, i^S^M ^SJUL^r # 

«*M ^*fl» °) *H?l*Hr °1 
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x}7)T$o]m: #*l*fl>Hfe ^(adaptive immunity) £.3. 



<6> B AH 5.1+ T Afl£6jJ <^ O.S. 

4. 

^-^H ^ozj-sj-fe ti]s.ol^ ( n on-specific) ^^h}--§-o.S, ^^HlS/ 

tfl^l^li (monocytes/macrophages) ^ Ir^nKneutrophi ls)^- ^:^r ^^]3E (phagocyte) ^ 

<8> ^^^>im so] H]^-o] ( xfli^ ^3H<$ -ShM^lfe 

7fl^ tflT&ISl ^Ath 7>^, n 7fl^o] jSL^al 5fe ^°"|l=K °H ^ 
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(Liu-Wu, Y., Hurt-Camejo, E. & Wiklund, 0. Lysophosphat idyl choline induces the 
production of IL-lbeta by human monocytes. Atherosclerosis 137, 351-7. (1998)), 5. 
& Al^^tfl^ f^^HM ^^}°)^ -s- d l-$r ^7H3QtJ- (Savage, J.E., 

Theron, A.J. & Anderson, R. Activation of neutrophil membrane-associated 
oxidative metabolism by ultraviolet radiation. J Invest Dermatol 101, 532-6. 
(1993))*r J±3l7r ^q-, el-oi^i^sJ-^^^-^ol 4 

<n> SE #^€3^ *lS-g- ^*11«r3 S^#^r ^*Kr. 

<14> o]^r> ^1^1 -g*3th=r. 
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d7>- >8-7l ^<^1^, Ri^r C 4 - 30 ^ ^^l^ *M" ^ ^L'°l^ o}<f<£U* C 4 - 3 0 

<g ( L - a -Lysophosphat idyl choline, Stearoyl; Lysolecithin, stearoyl); i- a -^r°]^^- 
^^■e]xgm.^ t 3fa}g L %l (L-^-Lysophosphat idyl choline, Palmitoyl ; Lysolecithin, 
palmitoyl); DL - a -^1^3L^3j-^^#^, %*)SL<g ( D L" ff -Lysophosphat idyl choline, 
Palmitoyl); ^ i~ a - Q^S.^^Wtt. **fl^ ( L - a -Lysophosphat idyl choline, 
Oleoyl; Lysolecithin, oleoyl) 0 !^. 
<18> 5Etb, -ffcMfrfr eM&X^s^Wa^l -n- A >^l°J *r Ska, 

<19> [3*|-*H 2] 



<16> [sj-^ 1) 



o 
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<20> #71 -*HH R 2 ^ C 4 - 30 ^ <&Qo}?\^ 2.^r ZL o]#-^ olf^^g- C 4 -30 

-Lysophosphat idyl choline, r -0-Alk-l-Enyl ; Lysophosphat i da 1 choline); L^-aM^X 
^sJ-Bl^-l-fl, r -0-«M ( L - a -Lysophosphat idyl choline, r -0-Alkyl; Lyso-platelet 
activating factor); DL - ff -^1^3t^Bl^#fl, r -0-^Hl^ (dl~ a 
-Lysophosphat idyl choline, r -O-Hexadecyl ; rac-Lyso-p late let activating factor); ^ 
^.^ol^s.isl-Bligl-s.^, r -0-^ u > c ll'M (L- ff _ LysophosphatidylchoIine, r 
-O-Hexadecyl; Lyso-platelet activating factor; Lyso-PAF-Cie) 0 !^- • 
<2i> 5^o]^^^sj-^^^H ^ zz. -frA}*^ #<^^ O.S. -§-°l^l ^"r% *r ^^r. SEtb 

<22> 2^-o] ^i^B]^^^ $ ZL -B-A>^)1^ i-a-^-#Sl 31^ #^o]H.S <?>*1 

<23> a- ^oflA-l Afl-g->$ ^ll^bS: »V^^I*}7l^ ^-^-^ , $m (pneumonia), 
(osteomyelitis), (cellulitis), (meningitis) ^1 

<24> ^1^ Si^Mr-gr t\-<&& «1^ 2^ ^ % 

^4. wi^^p- JfL^-g- tfla*lSl 33^ ^>-§- *(U§il3. ^-g-^ €^ 

oj}o] SE^r, ^ ^-g- ^JLsUir »^ ^1, flfe^fl, 

o]s. ^.g. o.^«- ol^ofl 3^*)1H : ^"M, ^ilSS, ^«1 
», -il-S-S W ^el^l), %^1(^1 : ^?r, fe, ^o}=# * zl^ n >zLvil 
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^im-tl-^ ^/2^r ^Hl^l-Sl^ ^ f-fr^ ^ 5U^, ^ 

*^*n, 3-44. *ni* f * inm* ^ *7l 3 * 

^5)- JEfe ^«fl 4 s Si^h 

S^-SKr 3L-£HS^ tfi*B 0.01 xfl^l 100 mg/kg(^)^ <£°.3. l«g 1$ 3E^r * 

^ aw**. 



<28> ^A]ttjj. 
<29> ^-^1^] 1 

<so> tfl^HHg. coins* j^x-fl ^ofl gist fAgjj 
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<3l> tfl#*3 ^J-tfl ^ *«L*4H * 

<32> 14 ti>^^1 ICR Wf. 25 ifl*] 30 g; MJ Ltd)°fl , PBSCphosphate-buffered 

saline)^ tfl^ff (£. co// DH5a; ATCC) 10*?m 

(intraperitoneal) ^M* *. 7 27fl^ 5 $ tfliS)<L3. . 

5- ICR p>4-i*^lfe tfl^^ ^#xfl ^a> 2 £ 14*13: 3-4 1 44 *1«<KH ^ 

fe 1% BSACbovine serum albumin) -M* L - a -^}^^^^ ^°>^ 

(Siffba)* AA 10mg/kg^ *l*rW5. ^*r^, ICR *\^%^ 

aM&X^^M* tflAl ^34) xl^ol 1% BSA -g-^* iH^S- ^ 

<33> tn*?£) ^> 24AR> ^ S3 ICR **** 

^ ^ ^ (*M^ t-g- ^^<*^ 43^-§: Hank's Balanced -§-^!(HBSS) 

og i/ioo o g $4?*^. Trypticase Soy «r7 r (BD BBL a>. USA)#°1M *$«H 

^(Colony Forming Unit(CFU))* . ^ **** £ la ^ ^ lb^fl M"^ 

<34> £i a ^£ Ibofl «r*r sM^^r^«^ 0 l P> 

+i«L 4^01] 7 loj^ aV^o] -fraqSWI ^^5*3. (P < 0.05), Hi* ^ 7 <^fl « 

^ ^5. #±.^%L^ (P < 0.01). 



<35> ^A]ofl 2 



19-11 




<&*\- 2003/4/3 



36> g ^S. (Cecal Ligation and Pun rtnre; CLP) ^#5.^ 

3?> ^ ^(CLP)» o]**M 'H-^ (peritonitis)* -fr^-Sl^h 

38 > 14 ICR «H-i (« 25 - 30 g; MJ Ltd.)* *£«}«1*S «HR*m * 

«. iW **|« icm zJ°l5L 5M*fca -3^* 2***1*1 ***. SH* * (ileocecal 
valve) *HI **!* * 21 *M*I *V*3. 47fl^ ^8* *¥* 

Al ***M **TC* -frWSa^. *1 2 * 14 AR> AA 1^.?W 

- ICR P > o.^oil Til *r*&<>l 1% BSA *'«H ^r°J L - ff -sM^^r3^€, i^l 

(Sigma)* 10mg/kg^ <#o.5L *|*H^>S JM^ji (-MS). 7 ICR 
^oflTfl^ *] vaj-AVo! 1% BSA -M* iH^S- (^^)- 

<39> CLP 4** 24*1 # JM ^ M ICR 'R^l <*** (^ A T^ 

^.o. ^o S )^, zl =a=i* s. 2^1 H^i^sa^-. 

<40> - £ jtfH <£ ^ 8**1. BH^iSl-E^S^l *FN^** 

ifl Afl5^7> #4^* ^HI^ ^ 5H^(P < 0.01). 

<41> -gA]ofl 3 

<42> as ±ls 

<43> LB afl^H L-^-ej-ol^X^El^^^, i^o>s^ (Sigma)* 12, 60, 300 mM ^ 

HS. 37>*M 60mm HS^-H (A ^ * 47fl-*<) #4 (*««). ^ 

4*N 60mm *flJ=B^4=H LB *|*Uh* *flj=^4^ 
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<44> 
<45> 
<46> 
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20049766 " a r 

4*| *H,.aXM 2^1 CLP 24*13 * cflM *}^*^ ^^^r 

S HBSSa 1/100 10/**! ^ , 37'C 45 * 

<£7H 12*1*^ tifl^tb ^iiL^(colony) ^rtf^ SM3*H ^ S. 1 

a 1 



41 s ^ 


LPC(12^M) 


LPC(60//M> 


1 

LPC(300^M> 1 


4983.89 


66U285 


639:304 


611^281 ' 1 



<48> trJ-eH £ la, £ lb ^ ^ 2<HH3 sSMi3^*««**l «H 



* 4^, ^3, ^ «i*tb 
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II 

H 2 cj:— o— C— Rj 

HO-C-H-0 

H 2 C-0-P-0-CH 2 -CH-N(CH 3 ) 3 

i- 

*7l C 4 -30^ «M>M ^ ^ ^ ol*a** *W C 4-30 

2) 

1 

o 

II 

H 2 (^— O-C— R x 

HO-C-H O 

H 2 C-0-P-0-CH 2 -CH 2 -N(CH 3 ) 3 
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#71 -*HH, Rr8: C 4 - 30 ^ <&&<>]7\t\- *W ^ o]^^ x)M C4-30 

[^^8- 3] 



#71 -*HH, R 2 ^ C 4 -30^ *M" ^ ^ ^M** ^ C 4-30 



4^^, r -0-<£3.-l-<M; L - fl -3-°l&3Ei*««. r -0-- V ^' X-a-^°l^^ 



13 ^ 5] 



2 




4] 
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